APPLICANT: E. Georges, et al. A ' 

-APPLN.NO.: TBA 
FILING DATE: December 1 5, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 112418.149 (AUFN) 11 US) 
1 of 30 

J 



(A) CEM 




Figure 1 



BEST AVAILABLE COPY 



APPLICANT: E. Georges, et al. ^ 
APPLN.NO.: TBA 



(A) Isoform 2 Results 



Version 
© 1007-2000 ProteoMetric 
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(B) Search Parameters 



Details fet rank Ircahdidate in seirclVsodibeo&to^e-bsa^deiTsig^ 




(C) 



12 Peptides 



Sequenced* 
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Measured Avg/ Computed Error 
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Residues Missed 



1250.623 M 1250.611 
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Peptide sequence 
MVNHFIAEFK 

(1) +0@M; 
FEELNADLFR 
MVNHFIAEFKR 

(1) +0@M; 
ARFEELNADLFR 
TTPSYVAFTDTER 
STAGDTHLGGEDFDNR 
I INEPTAAAIAYGLDKK 
NQ VAMN PTNTVFD AKR 

(1) +0@M; 
LDKSQIHDIVLVGGSTR 
DNNLLGKFELTGI PPAPR 
TVTNAWTVPAYFNDSQR 
QTQTFTTYSDNQPGVLIQVYEGER 



*25% of the amino acids of the HSC70 protein were 
represented in the amino acids of the mass peptides 
analyzed. 
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1 MSKGPAVGIDLGTTYSCVGVFQHGKVEIIANDQGNRTTPSYVAFTDTERLIGDAAKNQVA 
61 MNPTNTVFDAKRLIGRRFDDAWQSDMKHWPFMWNDAGRPKVQVEYKGETKSFYPEEVS 
121 SMVLTKMKEIAEAYLGKTVTNAVVTVPAYFNDSQRQATKDAGTIAGLNVLRIINEPTAAA 
181 IAYGLDKKVGAERNVLIFDLGGGTFDVSILTIEDGIFEVKSTAGDTHLGGEDFDNRMVNH 
241 FIAEFKRKHKKDISENKRAVRRLRTACERAKRTLSSSTQASIEIDSLYEGIDFYTSITRA 
301 RFEELNADLFRGTLDPVEKALRDAKLDKSQIHDIVLVGGSTRIPKIQKLLQDFFNGKELN 
361 KSINPDEAVAYGAAVQAAILSGDKSENVQDLLLLDVTPLSLGIETAGGVMTVLIKRNTTI 
421 PTKQTQTFTTYSDNQPGVLIQVYEGERAMTKDNNLLGKFELTGIPPAPRGVPQIEVTFDI 
481 DANGILNVSAVDKSTGKENKITITNDKGRLSKEDIERMVQEAEKYKAEDEKQRDKVSSKN 
541 SLESYAFNMKATVEDEKLQGKINDEDKQKILDKCNEIINWLDKNQTAEKEEFEHQQKELE 
601 KVCNPIITKLYQSAGGMPGGMPGGFPGGGAPPSGGASSGPTIEEVD 



BOLD = Peptides covered by MS MALDI analysis 
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(A) 



EtoFound r Search . Result Summary 



Protei n Candidates for search BD3655S£te5cia0F33SS ff^ 

Raj^l Prnh^hihtvlFst d^i : Prc?ein lnfo)T?^at«onand $eQuence Analyse Tools (Ty ' i °4 l j^Pa")® 




*26% of the amino acids of the HSC70 protein were 
represented in the amino acids of the mass peptides 
analyzed. Note that 2 and 4 represent the same peptide 
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1 MSKGPAVGIDLGTTYSCVGVFQHGKVEIIANIX3GNRTTPSWAFTDTERLIGDAAKA(0^4 
61 AH^7W7WRi24^0RLIGRRFDDAWQSDMKHWPFMW 

121 SMVLTKMKEIAEAYLGKTVTNAWTVPAYFNDSQRQATKDAGTIAGLNVLRIINEPTAAA 
181 IAYGLDKKVGAERNVLIFDLGGGTFDVSILTIEDGIFEVKSTAGDTHLGGEDFONRMVNH 
241 FIAEFKRKHKKDISENKRAVRRLRTACERAKRTLSSSTQASIEIDSLYEGIDFYTSITRA 
301 RFEELNADLFR GrLPPt/E/CALWPAAO -DKSQIHniVI VfifiSTRIPKink-i I nnPFKir^Pi m 

361 KSINPDEAVAYGAAVQAAILSGDKSENVQDLLLLDVTPLSLGIETAGGVMTVLIKRNTTI 
421 PTKQTQTFTTYSDNQPGVLIQVYEGERAMTKDNNLLGKFELTGIPPAPRGVPQIEVTFDI 
481 DANGILNVSAVDKSTGKENKITITNDKGRLSKEDIERMVQEAEKYKAEDEKQRDKVSSK/V 
541 SLESYAFNM KATVEDEKL QGKMnFnKOKU HKHMFiiMWi nxunTAruizmunr)*™ tz 

601 KVCNPIITKLYQSAGGMPGGMPGGFPGGGAPPSGGASSGPTIEEVD 



BOLD = Nonbiotinylated peptides specific for HSC70 
Underlined & Italics = Biotinyiated peptides 
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Biotinylated total cell extracts 
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Streptavidin purified extracts 




Probed with 
anti-HSC70 
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IP with anti-HSC70 
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IP with anti- HSC70 
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Biotinylated total cell extracts 

/ \ 

CEM CEM/VLB 




Probed with 
anti-HSC70 



Figure 9 A 



BEST AVAILABLE COPY 



APPLICANT: E. Georges, et al. 

APPLN.NO.: TBA 

FILING DATE: December 15, 2003 

^ SC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 1 12418.149 (AUR-01 1 US) 
13 of 30 



Streptavidin purified extracts 

( 

CEM CEM/VLB 




Probed with 
anti-HSC70 



Figure 9B 



BEST AVAILABLE COPY 



applicant: E. Cieorges, et at. 
APPLN.NO.: TBA 
FILING DATE: December 15, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 1 1 24 1 8. 1 49 (AUR-0 1 1 US) 
14 of 30 



IP with anti-HSC70 

/ >v 

CEM CEM/VLB 




75 



50 



Probed with 
anti-HSC70 



Figure 9C 



BEST AVAILARLP COPY 



applicant: t. ueorges, ei at. > 
APPLN. NO.: TBA 
FILING DATE: December 15, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 1 12418.149 (AUR-01 1 US) 
15 of 30 



IP with anti-HS C70 

t \ 

CEM CEM/VLB 




Probed with 
streptavidin-HRP 



Figure 9D 

BE ST AVAILABLE COPY 



APPLICANT: E. Ueorges, et al. ^ 

APPLN. NO.: TBA 

FILING DATE: December 1 5, 2003 

TITLE: HSC70 Directed Diagnostics and Therapeutics 

for Multidrug Resistant Neoplastic Disease * 

DOCKETNo.: 112418.149(AUR-011US) ; 

16 of 30 | 



25 




10 fig 20 \iq 40 \ig 



Figure 10A 



BEST AVAILABLE COPY 



V AFFUUAN I : b. lieorges, et ai. 
APPLN. NO.: TBA 
FILING DATE: December 1 5, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKETNo.: 112418.149 (AUR-0 11 US) 
17 of 30 



O 

O 

Ql 

CO 
0) 

o 
o 

o 

E 



E 

ZD 



10000 
8000 
6000 
4000 
2000 
0 



7189 








2541 































HL60 



HL60AR 



Figure 10B 

®t§T AMUUBLB QQpy 



apkucan i : t. ueorges, ei ai. * ^ 
APPLN. NO.: TBA 
FILING DATE: December 15, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease I 
DOCKET No.: 1 12418.149 (AUR-01 1US) 
18 of 30 

- - - . . - . J 




Figure 11A 



BEST AVAIL A.RUE COPY 



applicant: b. Ueorges, et ai. 
APPLN. NO.: TBA 
• FILING DATE: December 15, 2003 

TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 112418.149 (AUR-01 1US) 
19 of 30 




Figure 1 1 B BESJ available COPY 



aphuuan i : t. vaeorges, ei ar. 
APPLN.NO.: TBA 
FILING DATE: December 1 5, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 1 12418.149 (AUR-011 US) 
20 of 30 




Figure 11C 

BEST AVAILABLE COPY 



'Aft* Lit; an i i' c. ueuiyes, eiai. ^ 
APPLN. NO.: TBA 

FILING DATE: December 1 5, 2003 | 
TITLE: HSC70 Directed Diagnostics and Therapeutics j • 

for Multidrug Resistant Neoplastic Disease , 
DOCKET No.: 1 12418.149 (AUR-01 1 US) 

21 of 30 | 



400 



£ 300 



<D 
O 
C 
0) 

o 

CO 

2 
o 

3 



□ MCF-7 
9 MCF-7/AR 



200 



100 



3X 



10 ng HSC70 



1 m Pgp 



Figure 12A 

BEST AVAILABLE COPY 



apklioan i : c. ueorges, et ai. > 

APPLN.NO.: TBA 

FILING DATE: December 15, 2003 

TITLE: HSC70 Directed Diagnostics and Therapeutics 

for Multidrug Resistant Neoplastic Disease 

DOCKET No.: 112418.149 (AUR-0 11 US) 

22 of 30 ; 



55 4 



CO 

C 
CD 



CD 
O 
C 
<D 
O 
CO 
CD 

O 




r 3 



2X 




ff.; ~ -vr 'J. 



10p,gHSC70 



lilll 














ISiiiS 


■ 





1 ng Pgp 



Figure 12B BEST available COPY 



APPLICANT: E. Georges, et al. 
APPLN.NO.: TBA 
FILING DATE: December 15, 2003 
TITLE: HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease 
DOCKET No.: 112418.149 (AUR-011 US) 
23 Of 30 




O 00 CO ^ CM O C\l 



Aiisueju! aouaosaiony 



avaji c COPY 



arruiuMi* i : c. oeuiyea, m at. — 
APPLN.NO.: TBA N 
FILING DATE: December 1 5, 2003 
TITLE : HSC70 Directed Diagnostics and Therapeutics 
for Multidrug Resistant Neoplastic Disease I 
DOCKET No.: 112418.149 (AUR-011 US) i 
24 of 30 



FIGURE 14 

A 

POLYPEPTIDE SEQUENCE OF HUMAN HSC70 
(GENBANK ACCESSION NO. AAK17898 (SEQ ID NO. 1)) 



1 MSKGPAVGID LGTTYSCVGV FQHGKVEIIA 
61 MNPTNTVFDA KRLIGRRFDD AWQSDMKHW 
121 SMVLTKMKEI AEAYLGKTVT NAWTVPAYF 
181 IAYGLDKKVG AERNVLIFDL GGGTFDVSIL 
241 FIAEFKRKHK KDISENKRAV RRLRTACERA 
301 RFEELNADLF RGTLDPVEKA LRDAKLDKSQ 
3 61 KSINPDEAVA YGAAVQAAIL SGDKSENVQD 
421 PTKQTQTFTT YSDNQPGVLI QVYEGERAMT 
481 DANGILNVSA VDKSTGKENK ITITNDKGRL 
541 SLESYAFNMK ATVEDEKLQG KINDEDKQKI 
601 KVCNPIITKL YQSAGGMPGG MPGGFPGGGA 



NDQGNRTTPS YVAFTDTERL IGDAAKNQVA 
PFMWNDAGR PKVQVEYKGE TKSFYPEEVS 
NDSQRQATKD AGTIAGLNVL RIINEPTAAA 
TIEDGIFEVK STAGDTHLGG EDFDNRMVNH 
KRTLSSSTQA SIEIDSLYEG IDFYTSITRA 
IHDIVLVGGS TRIPKIQKLL QDFFNGKELN 
LLLLDVTPLS LGIETAGGVM TVLIKRNTTI 
KDNNLLGKFE LTGIPPAPRG VPQIEVTFDI 
SKEDIERMVQ EAEKYKAEDE KQRDKVSSKN 
LDKCNEIINW LDKNQTAEKE EFEHQQKELE 
PPSGGASSGP TIEEVD 



B 

DNA SEQUENCE OF HUMAN HUMAN HSC70 
(GENBANK ACCESSION NO. AF352832 (SEQ ID NO. 2)) 

1 ATG TCCAAGG GACCTGCAGT TGGTATTGAT CTTGGCACCA CCTACTCTTG TGTGGGTGTT 

61 TTCCAGCACG GAAAAGTCGA GATAATTGCC AATGATCAGG GAAACCGAAC CACTCCAAGC 

121 TATGTCGCCT TTACGGACAC TGAACGGTTG ATCGGTGATG CCGCAAAGAA TCAAGTTGCA 

181 ATGAACCCCA CCAACACAGT TTTTGATGCC AAACGTCTGA TTGGACGCAG ATTTGATGAT 

241 GCTGTTGTCC AGTCTGATAT GAAACATTGG CCCTTTATGG TGGTGAATGA TGCTGGCAGG 

301 CCCAAGGTCC AAGTAGAATA CAAGGGAGAG ACCAAAAGCT TCTATCCAGA GGAGGTGTCT 

361 TCTATGGTTC TGACAAAGAT GAAGGAAATT GCAGAAGCCT ACCTTGGGAA GACTGTTACC 
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421 AATGCTGTGG TCACAGTGCC 
481 GCTGGAACTA TTGCTGGTCT 
541 ATTGCTTACG GCTTAGACAA 
601 GGAGGTGGCA CTTTTGATGT 
661 TCTACAGCTG GAGACACCCA 
721 TTTATTGCTG AGTTTAAGCG 
781 AGACGCCTCC GTACTGCTTG 
841 AGTATTGAGA TCGATTCTCT 
901 CGATTTGAAG AACTGAATGC 
961 CTTCGAGATG CCAAACTAGA 
1021 ACTCGTATCC CCAAGATTCA 
1081 AAGAGCATCA ACCCTGATGA 
1141 TCTGGAGACA AGTCTGAGAA 

12 01 CTTGGTATTG AAACTGCTGG 
1261 CCTACCAAGC AGACACAGAC 
1321 CAGGTTTATG AAGGCGAGCG 

13 81 CTCACAGGCA TACCTCCTGC 
1441 GATGCCAATG GTATACTCAA 
1501 ATTACTATCA CTAATGACAA 
1561 GAAGCTGAGA AGTACAAAGC 
1621 TCACTTGAGT CCTATGCCTT 
1681 AAGATTAACG ATGAGGACAA 
1741 CTTGATAAGA ATCAGACTGC 
1801 AAAGTTTGCA ACCCCATCAT 
1861 ATGCCTGGGG GATTTCCTGG 
1921 ACCATTGAAG AGGTTGATTA 



AGCTTACTTT AATGACTCTC AGCGTCAGGC TACCAAAGAT 
CAATGTACTT AGAATTATTA ATGAGCCAAC TGCTGCTGCT 
AAAGGTTGGA GCAGAAAGAA ACGTGCTCAT CTTTGACCTG 
GTCAATCCTC ACTATTGAGG ATGGAATCTT TGAGGTCAAG 
CTTGGGTGGA GAAGATTTTG ACAACCGAAT GGTCAACCAT 
CAAGCATAAG AAGGACATCA GTGAGAACAA GAGAGCTGTA 
TGAACGTGCT AAGCGTACCC TCTCTTCCAG CACCCAGGCC 
CTATGAAGGA ATCGACTTCT ATACCTCCAT TACCCGTGCC 
TGACCTGTTC CGTGGCACCC TGGACCCAGT AGAGAAAGCC 
CAAGTCACAG ATTCATGATA TTGTCCTGGT TGGTGGTTCT 
GAAGCTTCTC CAAGACTTCT TCAATGGAAA AGAACTGAAT 
AGCTGTTGCT TATGGTGCAG CTGTCCAGGC AGCCATCTTG 
TGTTCAAGAT TTGCTGCTCT TGGATGTCAC TCCTCTTTCC 
TGGAGTCATG ACTGTCCTCA TCAAGCGTAA TACCACCATT 
CTTCACTACC TATTCTGACA ACCAGCCTGG TGTGCTTATT 
TGCCATGACA AAGGATAACA ACCTGCTTGG CAAGTTTGAA 
ACCCCGAGGT GTTCCTCAGA TTGAAGTCAC TTTTGACATT 
TGTCTCTGCT GTGGACAAGA GTACGGGAAA AGAGAACAAG 
GGGCCGTTTG AGCAAGGAAG ACATTGAACG TATGGTCCAG 
TGAAGATGAG AAGCAGAGGG ACAAGGTGTC ATCCAAGAAT 
CAACATGAAA GCAACTGTTG AAGATGAGAA ACTTCAAGGC 
ACAGAAGATT CTGGACAAGT GTAATGAAAT TATCAACTGG 
TGAGAAGGAA GAATTTGAAC ATCAACAGAA AGAGCTGGAG 
CACCAAGCTG TACCAGAGTG CAGGAGGCAT GCCAGGAGGA 
TGGTGGAGCT CCTCCCTCTG GTGGTGCTTC CTCAGGGCCC 
A 
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